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WHAT IS CLAIMED IS: 



1 . A method for enhancing identification and relative quantitation of 
proteins and peptides using mass spectrometiy (MS), said method comprising the steps 
of: 

(a) reducing the disulfide bonds of a first sample from a biological 
mixture containing proteins and peptides; 

(b) labeling proteins and peptides in the first sample with a reagent 
which comprises a thiol-specific reactive group attached to a guanadino group via a 
linker which can be differentially labeled; 

(c) separating the proteins and peptides from the sample; 

(d) digesting the proteins to provide a mixture containing digestion 
peptides and peptides from the first sample; and 

(e) subjecting the peptides of (d) to quantitative MS analysis and 
protein identification. 

2. The method according to claim 1, wherein the peptides of (d) are 
subjected to matrix-assisted laser desorption/ionization (MALDI) - MS. 

3. The method according to claim 1, wherein the reagent comprises a 
thiol-specific reactive group is selected from the group consisting of a-haloacetyl (-X- 
CH 2 CO, X = I, Br, or CI) or a maleimide group having a structure selected from the 
group consisting of: 




and 
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4. The method according to claim 1 , wherein the linker comprises an alkyl 
chain having three to eight carbon atoms, optionally substituted with one or more 
amido groups, carboxy groups, or amino groups, 

5. The method according to claim 1, wherein the proteins and peptides 
are further subjected to peptide mass mapping, said method further comprising the 
steps of: 

labeling proteins and peptides in a second sanple with said reagent 
having heavy stable isotopes; and 

mixing the first and second samples prior to the separation step, 
wherein the reagent in the labeling step contains light stable isotopes. 

6. The method according to claim 1 , wherein the linker in the reagent of 
step (b) contains a substitution of four to twelve atoms with a stable isotope. 

7. The method according to claim 6, wherein the linker contains seven 
stable isotopes. 

8. The method according to claim 6, wherein the hydrogen atoms are 
substituted with deuterium 

9. The method according to claim 5, wherein the reagent is selected from 
the group consisting of: 
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1 0. The method according to claim 5, wherein the separation step is 
performed using one dimensional or two dimensional polyacrylamide gel 
electrophoresis (ID or 2D-PAGE), or liquid chromatography. 

11. The method according to claim 1 , wherein the digestion step is 
performed in-gel or in solution. 

12. A method for preparing peptides for MALDI-MS and subsequent data 
analysis, said method comprising the steps of: 

(a) reducing the disulfide bonds of proteins from biological samples; 
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(b) labeling proteins in one sample with a reagent which comprises a 
thiol-specilic reactive group attached to a guanidino group via a linker which is 
differentially labeled with light stable isotopes; 

(c) labeling proteins in a second sample with a reagent having heavy 

stable isotopes; 

(d) mixing the first and second labeled samples; 

(e) separating the proteins from the mixture; 

(f) digesting the proteins, thereby providing peptides ready for MALDI- 
MS analysis and protein identification. 

1 3. The method according to claim 1 1, wherein the digestion step is 
performed using trypsin. 

14. A compound useful in quantitative analysis of protein mixtures, said 
compound comprising a thiol-specific reactive group attached to a guanidino group via 
a linker which can be differentially labeled with stable isotopes. 

15. The compound according to claim 14, wherein the linker contains four 
to twelve stable isotopes. 

16. The compound according to claim 14, wherein the linker contains a 
substitution of at least six hydrogen atoms with deuterium 

1 7. The compound according to claim 1 4, selected from the group 
consisting of: 
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and 




1 8. A reagent kit for the analysis of proteins by mass spectrometric analysis 
that comprises a compound of claim 14 or claim 17. 

1 9. The reagent kit according to claim 1 8, comprising a set of substantially 
identical differentially labeled alkylating reagents. 
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20. The reagent kit according to claim 1 8, further comprising one or more 
proteolytic enzymes for use in digestion of proteins modified by said compounds. 
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Potential antiviral agents. Carbobenzoxy di- and 
tripeptides active against measles and herpes viruses 
Nicolaides, Ernest D.; De Wald, Horace A.; Westland, 
Roger D. ; Lipnik, Marilyn; Posler, Jeanette 
Parke, Davis and Co., Ann Arbor, MI, USA 
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SOURCE: Journal of Medicinal Chemistry (1967), 11(1), 74-9 

CODEN: JMCMAR; ISSN: 0022-2623 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A large number of carbobenzoxy dipeptides, several tripeptides, and a number of 
alkyl, cycloalkyl, aryl, and heterocyclic amide derivs . of 

carbobenzoxy-L-and D-phenylalanine were synthesized. Many of the peptides 
were active against measles and herpes viruses. 

IT 17461-57-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of) 
RN 17461-57-3 HCAPLUS 

CN Ornithine, N5- (nitroamidino ) -N2- ( L-a-phthalimidohydrocinnamoyl ) -, L- 
(8CI) (CA INDEX NAME) 



CH2~ Ph 




. CH- C- NH- CH~ ( CH2 ) 3 " NH~ C- NH~ N02 
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TITLE: Preparation of acetylene derivatives for inhibition of 

matrix metalloproteases 
INVENTOR(S): Dixon, Brian R. ; Chen, Jinshan 

PATENT ASSIGNEE(S): Bayer Corporation, USA; Dixon, Brian R. ; Chen, Jinshan 

SOURCE: PCT Int. Appl . , 71 pp. 

CODEN: PIXXD2 
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AB The title compds . [I; R15 = HOCH2, MeOCH2, CH3C02CH2, EtOC02CH2, HO(CH2)2, 
CH3C02 (CH2) 2, H02C(CH2)2, OHC(CH2)3, HO(CH2)4, Ph, etc.; R16 = Ph(CH2)3, 
phthalimidoethyl] are prepared I are useful for inhibiting matrix 
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metalloproteases and, therefore, combating conditions to which MMP ' s 
contribute, such as osteoarthritis, rheumatoid arthritis, septic 
arthritis, periodontal disease, corneal ulceration, proteinuria, 
aneurysmal aortic disease, dystrophobic epidermolysis, bullosa, conditions 
leading to inflammatory responses, osteopenias mediated by MMP activity, 
tempero mandibular joint disease, demyelating diseases of the nervous 
system, tumor metastasis or degenerative cartilage loss following 
traumatic joint injury, and coronary thrombosis from atherosclerotic plate 
rupture. Thus, compound (II) was reacted with HOCH2C . tplbond . CH in the 
presence of Et2NH, Cul, and. trans-dichlorobis. ( triphenylphosphine) palladate 
to give I [R15 = HOCH2, R16 = Ph(CH2)3], which showed IC50 of 21 uM 
against MMP-3. 
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